Gynaecomastia occurs in 10-30% of men with Leydig cell tumour (LCT) of the testis (1, 2) . Its occurrence seems to be favoured by the drop in testosterone secretion and/or the oestrogen oversecretion by the tumour. Indeed, a rise in plasma oestradiol (E2) levels, contrasting with reduced testosterone levels, was observed frequently in such tumours (3, 4) . It was suggested previously that excessive amounts of E2 might alter testosterone synthesis through a direct effect on the testis (5, 6) . On the other hand, pharmacological amounts of oestrogens exert a wellknown negative feedback effect on gonadotrophin secretion in men (5, (7) (8) (9) . Oestrogens appear to be able to reduce FSH secretion from the pituitary (10) (11) (12) and to decrease the amplitude of the spontaneous LH pulses without a change in LH pulse frequency (13) (14) (15) . In most LCT studied, the gonadotrophin responses to gonadotrophin-releasing hormone (GnRH) were in the normal range (4) , suggesting that the increased E2 secretion does not reduce the pituitary LH content, but rather affects GnRH secretion.
Moreover, oestrogen receptors have been localized on hypothalamic neurons implicated in the negative tone exerted on GnRH-secreting cells (16, 17) .
Furthermore, an oestrogen-responsive element has been identified recently on human GnRH gene (18) , and E2 has been demonstrated to be able to decrease GnRH gene expression in mammals (19) . Thus, the decrease in plasma testosterone levels observed in oestrogen-secreting LCT (Fig. 5) .
In the six patients who underwent a postsurgical pulsatility study, the LH pulse amplitude increased from 2.14 ±0.10 before surgery to 3.63 ± 1.07 IU/1 (p < 0.05) after surgery, whereas the LH pulse frequency did not change (3.83±0.31 vs 3.67 ± 0.33 pulses/8 h) after tumour removal (Fig. 6 ).
In the same six patients the mean FAS level increased from 0.72 ±0.12 to 1.28 ± 0.36^g/l but did not change significantly, and the plasmalevel decreased from 1087 ± 166 to 633 ± 68 U/l (p < 0.01) after surgery (Fig. 6 ).
Discussion
We report here a highly significant negative correlation between plasma E2 and testosterone levels in patients with LCT revealed by gynaecomastia, suggesting that increased E2 production originating from the tumour might be responsible for the fall in testosterone secretion by the normal endocrine testis. The E2 oversecretion may decrease testosterone secretion either through a direct action on testosterone synthesis or through inhibition of gonadotrophin secretion, as shown by the effects of endogenous or exogenous oestrogens in men (5) (6) (7) (8) (9) .
In subjects with LCT, hCG administration induced a dramatic E2 rise whereas hCG-induced testosterone secretion was similar to that seen in normal men (3, 4, 27 (17, 18, 30) , and it was shown previously that E2 decreases gonadotroph sensitivity and responsiveness to GnRH through a receptor-mediated mechanism in both rat and man (12, 31, 32 (10) (11) (12) 33 
